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ANDA 74-444

Taro Pharmaceuticals, Inc.

Attention: Timothy A. Anderson (U.S. Agent)
Taro Pharmaceuticals USA, Inc.

5 Skyline Drive

Hawthorne, NY 10532

Dear Sir:

This is in reference to your abbreviated new drug application
dated December 20, 1993, submitted pursuant to Section 505(j) of
the Federal Food, Drug, and Cosmetic Act, for Miconazole Nitrate
Vaginal Cream, 2%.

Reference is also made to your amendments dated October 16,
October 30, November 7, 1995, October 4, and .December 20, 1996.

We have completed the review of this abbreviated application and
have concluded that the drug is safe and effective for use as
recommended in the submitted Over-The-Counter (OTC) labeling.
Accordingly, the application is approved. The Division of
Biocequivalence has determined your Miconazole Nitrate Vaginal
Cream, 2% to be bioequivalent to Monistat® 7 of RW Johnson
Pharmaceutical Research Institute.

Under 21 CFR 314.70, certain changes in the conditions described
in this abbreviated application require an approved supplemental
application before the change may be made.

Post-marketing reporting requirements for this abbreviated
application are set forth in 21 CFR 314.80-81. The Office of

Generic Drugs should be advised of any change in the marketing
b/@/(/t’/@)@/

Sincerely yours,

status of this drug.
Rbger L. Williams, M.D. // /// ;7

Deputy Center Director for Pharmaceutical Science
Center for Drug Evaluation and Research



Fall AN LN
Supervisory Medical Officer's AL Q‘ L‘«
Consult Memorandum
ANDA 74444
Date: 24 May, 1996
To: Director, Office of Generic Drugs
HFD-615
From: Brad Leissa, MD

Supervisory Medical Officer, DAIDP (HFD-520)

Through: Mary Fanning, MD, PhD, FACE,
Director, DAIDP (HFD-520)

RE: Taro Pharmaceutical, Inc.'s miconazole 2% vaginal cr

This application seeks ANDA approvai for miconazole 2% vaginal cream in the treatment of women with
vaginal candidiasis. The applicant submitted the data from a single study, #MCN1. Taro's generic product
was compared to Ortho USA’s and Ortho Canada’s Monistat-7 (miconazole 2% vaginal cream) in a
multicenter, double-blind, randomized, paraliel study. Patients self-administered the vaginal cream nightly
for 7 consecutive days.

in the applicant's presentation of their analysis, patients were assessed at two posttreatment visits: Visit 2
(study days 14-17) and visit 3 (study days 35-42). By visit 3, the therapeutic cure rate (combined clinical
and mycologic cures) was 35/50 (70%) for Taro's miconazole 2% vaginal cream vs. 47/62 (76%) for Ortho
USA's and 47/64 (73%) for Ortho Canada’s active controis. Using the 80% confidence interval approach
(corrected), the upper and lower limits around the difference between both the two study arms are
{-21.5%, +9.9%} comparing the Taro product to the Ortho USA product. Conversely, the 90% ClI between
the Taro and Ortho Canada products is: {-19.2%, +12.4%}.

According to the reviewer's reanalysis of the submitted data, at visit 3, the therapeutic cure rate was 34/50
(68%) for Taro's product vs. 45/62 (73%) for Ortho USA's active control and 46/64 (72%) for Ortho
Canada’s active control. Based on the MO's reanalysis, using the 90% confidence interval approach
(corrected), the upper and lower limits around the difference between the Taro and Ortho USA products
are {-20.7%, +11.5%}. Conversely, the 90% C! between the Taro and Ortho Canada products is: {-19.9%,
+12.2%}.

From a statistical standpoint, the applicant has failed to demonstrate therapeutic equivalence between
Taro’'s miconazole 2% vaginal cream to Ortho’s USA Monistat-7 2% cream, because the lower limit of the
90% confidence interval around the difference exceeds -20%.

Recommendation: This application is not approvable.

o (e

i
Brad Leissa, M.D.

CC: ANDA 74-444 Concurrence Only:
HFD-630 HFD-szo/Dir/MFannW
HFD-340
HFD-520

HFD-520/MO/JPiver
HFD-520/SMO/BlLeissa
HFD-520/Biostats/DLin
HFD-520/CS0O/CChi




ANDA APPROVAL SUMMARY
ANDA: 74-444
DRUG PRODUCT: Miconazole Nitrate Vaginal Cream, 2%
FIRM: Taro Pharmaceuticals, Inc.
DOSAGE FORM: Cream STRENGTH: 2%

CGMP: An updated EER was issued on 7-12-96 and found acceptable
on 12-31-97.

BIO: The firm has met the requirements of in viveo
bioequivalency. The ANDA was reviewed and found acceptable on
12/10/96. The bio signoff sheet requires the signature of Dr. R.
Williams, Director of OPS. He previously indicated that the bio
is acceptable (Memo: R. Williams dated 11-24-96).

VALIDATION - (DESCRIPTION OF DOSAGE FORM SAME AS FIRM'S):

The bulk drug substance is a USP 23 listed compendial
monograph and is certified to these requirements. The drug
product is not compendial as a "vaginal cream” but meets the
USP 23 compendial monograph requirements for "Miconazole
Nitrate Cream". Two other ANDA's have been approved on this
basis, i.e. 74-030 (Copley) and 74-136 (Lemmon).

STABILITY:

The containers in the stability study are identical to those
in the container section.

LABELING:

Container, carton and insert labeling have been approved for
this drug product (L. Golson, 5-24-96).

STERILIZATION VALIDATION (IF APPLICABLE):
Batch sterilization is not required for this drug product.
However, Taro has established microbiological criteria for

release and stability testing of this drug product.

SIZE OF BIO BATCH (FIRM'S SOURCE OF NDS OK?):

SIZE OF STABILITY BATCHES~ (IF DIFFERENT FROM BIO BATCH, WERE
THEY MANUFACTURED VIA THE SAME PROCESS?):



ANDA 74-444 Page 2

The exhibit batch (lot E2I34) is the bio batch.

PROPOSED PRODUCTION BATCH - MANUFACTURING PROCESS THE SAME?:

The proposed production batches The

manufacturing process is the same as the exhibit batches.
CHEMIST: A.J. Mueller, Ph.D. DATE: January 8, 1997
SUPERVISOR: P. Schwartz, Ph.D. DATE: January 8, 1997

cc: ANDA #74-444
ANDA #74-444/Division File

Endorsements: CAF -
HFD-627/A.Mue11er/1—8—97657rfﬁu44§fi"/’d’777

HFD-627/P.Schwartz, Ph.D. /1-8-97

X: \NEW\FIRMSNZ\TARO\LTRS&REV\74444N05.D
F/T MM January 8, 1997
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OFFICE OF GENERIC DRUGS

CHEMISTRY, MANUFACTURING AND CONTROLS REVIEW

CHEMIST'S REVIEW NO. 5 Final Approval

ANDA # 74-444

Taro Pharmaceuticals, Inc.

Attention: Timothy A. Anderson
5 Skyline Drive
Hawthorne, NY 10532

Tel: (914) 345-9001

No Patent or any mark

SUPPLEMENT (s)

N/A

.

PROPRIETARY NAME

N/A

Miconazole Nitrate Vaginal Cream, USP

N/A

AMENDMENIS_AND_QIHER_DAIESL

Applicant:

12/20/93 original Submission

08/05/94 Amendment

02/28/95 Amendment

10/16/95 New Correspondence

10/30/95 New Correspondence

11/06/95 Amendment

11/07/95 New Correspondence

03/08/96 Amendment (CMC, Label)

05/03/96 Amendment (Label)

10-04-96 Amendment (CMC)

12-20-96 Amendment (withdrawal of FDC BDS supplier)
01-06-97 Amendment (response to stability questions)
FDA: .

05-03-94 NA Letter

11/18/94 NA Letter

02-01-96 NA Letter

08-01-96 NA Letter

Anti-fungal

eting exclusivity rights are in effect.



ANDA 74-444

11.

12.

13.

14.

15.

16.

17.

18.

19.

RX or OTC

OTC

RELATED IND/NDA/DMF (s)

Reference Drug: Miconazole Nitrate (Monistat 7®) 2%
Holder: R. W. Johnson
NDA # 17450

DOSAGE FORM

Cream (Vaginal)

STRENGTH

2%

CHEMICAL NAME AND STRUCTURE

1H-Imidazole, 1-[2-(2,4~dichlorophenyl)=-2-[ (2, 4-
dichlorophenyl)methoxy]ethyl]-, mononitrate.
Mol formula C,H;,C1,N,0.HNO, Mol Wt 479.15

COMMENTS

No comments.

CONCLUSIONS AND RECOMMENDATIONS

This application is approvable, pending an acceptable EER
from the Office of Compliance, DMPQ.

RECORDS AND REPORTS

N/A

REVIEWER: DATE COMPLETED:
A.J. Mueller, Ph.D. January 8, 1997

Endorsed by P. Schwartz, Ph.D. . January 8, 1997

Page 4



. 7 DAY VAGINAL CREAM
CURES MOST VAGINAL YEAST INFECTIONS
AND RELIEVES ASSOCIATED EXTERNAL VULVAR ITCHING AND IRRITATION

INDICATIONS:

For the treatment of vaginal yeast infections (mndndms:s) and the refief of external vulvar itching and irritation associated
with a yeast infection.

If you have any or all of the symptoms of a vaginal yeast infection (vaginal itching, burning, discharge) and if at some tlme
in the past your doctor has told you that these symptoms are due to a vaginal yeast infection, then miconazole nitrate vagi-
nal cream should work for you. I, however, you have never had these symptoms before, vou shoutd see your doctor
before using miconazole nitrate vaginal cream.

MICONAZOLE NITRATE VAGINAL CREAM 1S FOR THE TREATMENT OF VAGINAL YEAST INFECTIONS AND FOR
THE RELIEF OF EXTERNAL VULVAR ITCHING AND IRRITATION ASSOCIATED WITH A YEAST INFECTION. IT
DOES NOT TREAT OTHER INFECTIONS OR EXTERNAL ITCHING AND IRRITATION DUE TG CAUSES OTHER THAN
YEAST INFECTIONS. IT DOES NOT PREVENT PREGNANCY.

PK-1366-0

_EDUCATIONAL BROCHURE

MICONAZOLE NITRATE VAGINAL CREAM 2%

WHAT ARE VAGINAL YEAST IKFECTIONS (CANDIDIASIS)?

A yeast iilection is a common type of vaginal infection. Your doctor may call it candidiasis. This condition is caused by
+ an organism called Candida, which is a type of yeast. Even healthy women usually have this yeast on the skin, in the
mouth, in the digestive tract, and in the vagina. At times, the yeast can grow very quickly. in fact, the infection is some-
times called yeast (Candida) "overgrowth”. Some women also experience a yeast infection on the external skin (vulva)
associated with the internal vaginal infection.
“A yeast infection can occur at almost any time of life. It is most common during the childbearing years. The infection
tends 1o develop most often in some women who are pregnant, diabetic, taking antibiotics, taking birth control pills, or
havg a damaged immune system.
Various medical conditions can damage the body’s normat defenses against infection. One of the most serious of these
conditions is infection with the human immunodeficiency virus (HIV - the virus that causes AIDS). Infection with HIV
causes the body o be more susceptible to infections, including vaginal yeast infections. Women with HIV infection may

have frequent vaginal yeast infections or, especially, vaginal yeast infections that do not clear up easily with proper treat-
ment. If you may have been exposed to HIV and are experiencing either frequently recurring vaginal yeast infections or,
especially, vaginal yeast infections that do not clear up easily with proper treatment, you should see your doctor promptly.
If you wish further information on risk factors for HIV infection or on the relationship between recurrent or persistent vagi-
nal yeast infections and HIV infection, please contact your doctor or the CDC National AIDS HOTLINE at 1-800-342-AIDS

(English), 1-800-344-7432 (Spanish), or 1-800-243-7889 (hearing impaired, TDD).

IF YOU EXPERIENCE FREQUENT YEAST INFECTIONS (THEY RECUR WITHIN A TWO MONTH PERIOD), OR IF
YOU HAVE YEAST INFECTIONS THAT DO NOT CLEAR UP EASILY WITH PROPER TREATMENT, YOU SHOULD
SEE YOUR DOCTOR PROMPTLY TO DETERMINE THE CAUSE AND TO RECEIVE PROPER MEDICAL CARE.

SYMPTOMS OF VAGINAL YEAST INFECTIONS:
There are many signs and symptoms of a vaginal yeast infection. They can include:

® Vaginal itching (ranging from mild to intense);

» A clumpy, vaginal discharge that may look like cottage cheese;

 Vaginal soreness, imitation, or burning, especiafly during vaginal intercourse;

 Rash or redness around the vagina (vulvar iritation).

NOTE: Vaginal discharge that is different from above, for example, a yeliow/green discharge or a discharge that smells
*fishy", may indicate thet you heve somathing other than a yeast infection. If this is the case, you should consult your
doctor before using miconazole nitrate vaginal cream.

WARNINGS

« This product is only effective in treating vaginal infection caused by yeast and in relieving vulvar itching and irritation
associated with a yeast infection. Do not use in eyes or take by mouth.

« Do not use miconazole nitrate vaginal cream If you have any of the following signs and symptoms.
”‘T If they accur while using miconazole nitrate vaginal cream, STOP using the product and con-
tact your doctor right away. You may have a more serious iliness.

« Fever (above 100°F orally).

« Pain in the lower abdomen, back or either shoulder.

» A vaginal discharge that smells bad.

= |f there is no improvement or if the infection worsens within 3 days, or complete relief is not felt within 7 days, or
your symptoms return within two months, then you may have something other than a yeast infection. You should
consult your doctor.

« If you may have been exposed to the human immunodeficiency virus (HIV, the virus that causes AIDS) and are now
having recurrent vaginal infections, especially infections that don't clear up easily with proper treatment, see your
doctor promptly to determine the cause of your symptoms and to receive proper medical care.

« Mingral oil may weaken latex in coridoms or in diaghragms. This cream contains mineral oil. Do not rely on con-
doms or diaphragms to prevent sexually transmitied diseases or pregnancy while using miconazole nitrate
vaginal cream.

* Do not use tampons while using this medication.

» Do not use in girls less than 12 years of age.

» if you are pregnant or think you may be, do not use this product except under the advice and supervision of a doctor.

© Keep this and all drugs out of the reach of children.

» |n c4se of accidental ingestion, seek professional assistance or contact a poison control center immediately.
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IF YOU EXPERIENCE FREQUENT YEAST INFECTIONS (THEY RECUR WITHIN A TWO MONTH PERIOD), OH ir
YOU HAVE YEAST INFECTIONS THAT DO NOT CLEAR UP EASILY WITH PROPER TREATMENT, YOU SHOULD
+ SEE YOUR DOCTOR PROMPTLY TO DETERMINE THE CAUSE AND TO RECEIVE PROPER MEDICAL CARE.

SYMPTOMS OF VAGIMAL YEAST INFECTIONS:

There are many signs and symptoms of a vapinal yeast infection. They can include:

» Vaginal itching (ranging from mild to intense);

« A clumpy, vaginal discharge that may look like cottage cheese;

« Vaginal soreness, irritation, or burning, especiatly during vaginal intercourse;

« Rash or redness around the vagina (vulvar irritation).

NOTE: Vaginal discharge that is difierent from above, for example, a yellow/green discharge or a discharge thal smells
*fishy", may indicate that you have something other than a yeast infection. 1t this is the cast, you should consult you:
doctor before using miconazole nitrate vaginal cream.

WARNINGS

« This product is only effective in treating vaginal injection caused by yeast and in refieving vulvar itching and irritation
associated with a yeast infection. Do not use in eyes or take by mouth.

« Do not use miconazole nitrate vaginal cream if you have any of the following signs and symptoms.
, If they occur whils using micanazols nitrate vaginal cream, STQP using the product and con-
your doctor right away. You may have a mars serious iliness.

« Fever (above 100°F orally).

« Paln in the lower abdomen, back or either shoulder.

A viginal discharge that smells bad.

o it there is no improvement or if the infection worsens within 3 days, or complete relief is not feit within 7 days, or
your symptoms return within two months, then you may have something other than 2 yeast infection. You should
consult your doctor.

« {f you may have been exposed o the human immunodeficiency virus (HIV, the virus that causes AIDS) and are now
having recurrent vaginal infections, especially infections that don't clear up easily with proper treatment, see your
doctor promptly to determine the cause of your symptoms and to receive proper medical care.

* & Mineral oil may weaken latex in coridams of in diaphragms. This créam cortains mineral oil. Do not rely on con-
doms"or diaphiragms to prevent sexually transmitted diseases or pregriancy while using miconazole nitrate
vaginal cream.

« Do not use tampons while using this medication.

« Do not use in girls less than 12 years of age.

« 1i you are pregnant or think you may be, do not use this product except under the advice and supervision of a doctor.

« Keep this and all drugs out of the reach of children.

« in case of accidental ingestion, seek professional assistance or contact a poison control center immediately.

" CONTENTS:

One tubeof ?raginal cream containing miconazole nitrate 2%. One reusable plastic applicator.

(MPORTANT: UNSCREW THE CAP. THE TUBE OPENING SHOULD BE SEALED. DO NOT USE IF SEAL §S PUNC-
TURED OR NOT VISIBLE AND RETURN PRODUCT TO PLACE OF PURCHASE.

T0 PUNCTURE THE SEAL, REVERSE THE CAP AND PLACE THE PUNCTURE-TOP ONTO THE TUBE. PUSH
DOWR FIRMLY UNTIL SEAL IS OPEN. TO CLOSE, SCREW THE CAP BACK ONTO THE TUBE.




DIRFCTIOHS FOR USE:

Yaginal Application
To begin the treatment, wait until bedtime. Before going to bed: z

1. To open the tube, unscrew the cap. @’(‘
Turn the cap upside down and place the cap on the end of the . Aa

fube. Push down firmly until the seal is broken.

2. Attach the applicator to the tube by tuming anplicator clockwise. M
3. Squeeze the tube from the bottom.
This will force the cream into the applicatar.
Do this until the inside piece of the applicator is pushed out as
far as it will go and the applicator is completely filled. Separate

applicator from tube.

4. Hold the applicator containing the cream by the opposite end / / /&ﬁ
from where the cream is. Gently insert the appficator into the

vagina as far as it will go comfortably.

As shown in the pictures, this can be done while standing with your feet spread a few inches apart and your knees bent. Or,
you ¢an lie on your back with your knees bent. Once you are ready, push the inside piece of the applicator in and place the
cream as far back in the vagina as possible. Then remove the applicator from the vagina. You should go to bed as soon as
possible after inserting the cream. This will reduce leakage. You may want fo use deodorani-free minipads or pantyshields
during the time that you are using miconazole nitrate vaginal cream. This is because the cream can leak and/or you may
see sonfe discharge. DO NOT USE TAMPONS.

5. After each use, replace cap and roll tube from bottom. 6. Be sure to clean the applicator after

each use. Pull the two pieces apart.
Wash them with soap and warm walcr.
R To rejoin, gently push the inside piece
into the outside piece as far as it will go.

7. Repeat steps 2 through 6 before going to bed on each of the next six evenings.

External Vulyar Application

If needed, use the cream twice daily as follows:

1. Squeeze a small amount of cream onto your finger.

2. Gently apply the cream onto the skin (vulva) that itches and is irritated.
3. Repeat steps 1 and 2 each moming and evening as needed.

ADVERSE REACTIONS (SIDE EFFECTS)

The following side effects have been reported with the use of miconazole nitrate vaginal cream: a temporary increase in
burning, itching, and/or irritation when the cream is inserted. Abdominal cramping, headaches, hives, and skin rash have
also been reported. !f any of these occur, stop using miconazole nitrate vaginal cream and consult your doctor.

FOR BEST RESULTS

1. Be sure 1o use all of the cream even if your symptoms go away before you have used all of the cream.

2. Use one applicatorful of cream at bedtime for seven nights in a row, even during your menstrual period.

3. Wear cotton underwear.

4. If your partner has any penile itching, redness, or discomfort, he should consult his doctor and mention that you are
treating yoursel for a vaginal yeast infection.

5. Dry the outside vaginal area thoroughly after a shower, bath, or swim. Change out of a wet bathing suit or damp workout
tlothes as soon as possible. A dry area is less likely to encourage the growth of yeast.

6. Wipe from front to rear (away from the vagina) after 2 bowel movement or urination.

7. Do not douche unless your doctor tells you to do so. Douching may disturb the vaginal bacterial batance.

8. Do not scratch if you can help it. Scralching can cause more irritation and can spread the infection.

8. Discuss with your doctor any medication you are now taking. Cerfain types of medication can make your vagina more
prone to infection.

IF YOU HAVE A QUESTION
Questions of a medical nature should be taken up with your doctor.

ACTIVE INGREDIENT
Miconazole Nitrate 2% (100 mg per dose).

TNACTIVE INGREDIENTS: Apricot Kernel Qil/PEG-6, Butylated Hydroxytoluene, Mineral Oil, PEG-6-32 Stearale/Glycot
Stearate, Purified Water and Benzoic: Acid {0 2N%) ac 2 nraconmtiva
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The loliowing side eftects have been reported with the use of miconazole nitrate vaginal cream: a femporary increase in
burning, itching, and/or irritation when the cream is inserted. Abdominal cramping, headaches, bhives, and skin rash have
also been reported. 1f any of these occur, stop using miconazole nitrate vaginal cream and consult your doctor.

FOR BEST RESULTS

1. Be sure to use all of the cream even if your symptoms go away before you have used all of the cream.

2. Use one applicatorful of cream at bedtime for seven nights in a row, even during your menstrual period.

3. Wear cotton underwear.

4. W your partner has any penile itching, redness, or discomfort, he should consult his doctor and mention that you are
treating yourseH for a vaginal yeast infection. «

5. Dry the outside vaginal area thoroughly afier a shower, bath, or swim. Change out of a wet bathing suit or damp workout
clothes as soon as possible. A dry area is less likely to encourage the growth of yeast.

6. Wipe from front to rear (away from the vagina) after a bowel movement or urination.

7. Do not douche unless your doctor tells you to do so. Douching may disturb the vaginal bacterial balance.

8. Do not scratch if you can help it. Scratching can cause more irritation and can spread the infection. e

9. Discuss with your doctor any medication you are now taking. Certain types of medication can make your vagina more : '
prone to infection.

IF YOU HAVE A QUESTION .
Questions o} a medical nature should be taken up with your doclor. N\

ACTIVE INGREDIENT
Miconazole Nitrate 2% (100 mg per dose).

INAGTIVE INGREDIENTS: Apricot Kernel Oil/PEG-6, Butylated Hydroxytoluene, Mineral Oil, PEG-6-32 Stearate/Glycol S
Stearate, Purified Water and Benzoic Acid (0.20%) as a preservative.

-

STORAGE
Store at room temperature 15° - 30°C (59° - 86°F). . .
Avoid heat {over 30°C or 86°F). .

Issued: May 3, 1996

Mfd. by: Tars Pharmaceuticals inc., Bramaiea, Ontario, Canada L6T 1C3




epeue;) Ul spep CESOL AN ‘UIGyImMe
| "9 “YE SINORNSIMLNYY v
Aq painquisiQ

3801 341 OLNO XIVE d¥J IHL MIYIS ISOT1IOL N3d0 SI T¥3S UINN ATWHIS NMOQ HSNd
3801 3HL OLNO dO1-34NLINNG 3H] 3I¥d ONY d¥0 3HL 3SHIAIY T3S 3H1 J4NLINNd
0L 3S¥YHOHNd 40 3¥1d 01 19N00Yd NENLIH ONY 3141SIA 10N HO OIINLINNG S1 T3S

4135 10N 00 031v35 38 QINOHS ININIG0 3801 JHL d¥D JHL MIYISNN LNVIHOIM
"8q J0 dwJ2 Jo uopen JO deyj 838 21eP UONEIIGX? PUB JAQUING 10| JO4
(498 10 0,06 10A0) 1€8Y PIOAY (3,98 -.65) I.0E -.G 1 Binieiadwal woos Je a10l5
‘aAjle
-nieseud € e (%02°0) POV H0ZUdg PUB JBIRM PANG 'sleleals [0aAD/MEIENS 26-9-93d
"NO leJauy ‘suanioLAxoIpAH pejelAing _o.aw&__o [9usay oopdy S INIIGIUINI IALLIVNI
“(9s0p Jad B 001) % eleIUN BI0ZEVOI : INJIQIUDNI JAILIV
“Ajoyeipounu| 16183 {84U0O NOSI0E B JORIUD I8 SIUTISISSY [PUN|SSI)OLd JOOS ‘U
~saBuj [V}USP|I3T |0 9383 W[+ UBIPUYI J8 YIUES i [¥ 108 sOIUP (|¥ pue S den) «
*JOJ20P @ )8 HOS|AIRdnS PUR §3)APR oY) JePUR JdedXe Janpoid
) 14 930 Jou op queuBeud oy Asw nok yu ) 10 Jueulesd aiw nok ) « 39V 40 SUYIA 21
NVHL $ST1 741D W1 35N LON un o USRI £ -.ﬁ. O{YA SUOAUE] S8 JOU 8] o
ween A s)eq u ojazeueap Busen sfjym Kausubasd Je sesee
-sip poyjpusunq Ayonxes jusasid o) auleiyde)p Je wuopuvd ue Aol Jou 0 "|ie i
UL SUISIN0T LSO Siy) ‘uBeiyduip W) Je SOPUST W XOY] NOYROM Aawi |je [RasuiN
(39V)IVd 30ISNI ONNOS JUNRJD

H:e_hﬁ__:ou 0V3Y 3SYT1d) (SOLV 38382 1R SANA OY] - AlH tHIR UORISjU Wy}
-wep Bujpniou)) weysis sumu; peBuuup ¥ 10 sa)equIp BuIN|ay) ‘MoRAJU| snok Jo)
0503 [€2paw Bugkiepun snojies ¥ o4 PIN02 s104d Jo JusuBesd oq pines we) J8j00p
ok )nsuos usugven jedasd apm Kisee dn 19010 108 6P 194} SUONISJLY SARY Ok
J1 10 s3Uo0 o) LRI Wined swajdwAs ek )) 1401300 BAOA LINSNOD "NOILIZINI
ASY3A ¥V NVHL Y3HLO E_:naeu ¥ JAVH AYW N0A ‘SAYO £ M TTIM 139 10N 00 NOA

41 50 ‘SAVT & NI JA0UGINI LON 00 NOA 41 Vel STIINS LVHL JOUVHISID TVIIGVA Y «
"YIUINOHS HIHLIT HO NIV ‘NINOCEY HIMOT IHL NI NIVd « ATTVHO L.081 NVHL
HIHOU) B3AZS « "SSINTH SNOMWIS UOW V IAVH AVMEROA “AVALY LHOM 01300
UNOA LVINOI ONY 130U 3H1 DNISN OIS ‘WY3H) TVNIGYA 2UVULIN TIOZVNOIIN
ONISH JURM UNII0 AIHL 41 ‘0STV "MO138 GILST) SHOLINAS NV SNIIS 31

40 ANY JAVH NOA 3 WYIHD TYNIOVA 1IVHLI TICIVINODIN 350 LON 00 :SONINUVA
DAS0joU3 BJe SUONINIISUI Pue J0)ealiddy “NOILITIM] LSVIA ¥ NYHL

HINLO0 $3SNVD EEEEE_._;.:S_.EJQEE:.-E WVRIO L DUl
TeAITA [BUIBIE 3A81[8) 0) PapesU S sAep / 0} 0n 1) (awypaq pue Buia) AIIED 30im) BAIA 3] Jo
B9JE PBIOB]jE B} OJUO 123 ay} Peasds A)jusD pue 1a0ul} 1NOA OO LB J0 JUNOWE [[BwS © 8283NDS
M) R UF S4B USABS J0) SuPaQ 18 BUIDEA &) OJu WEBKD 1O Inj0jedl dde au0 Lssy| ;SNBILITUI0
"NLNOM AS 3NVL B0 $3A3 NI 350 10N 00 "ATNO 3SN TYNIOVA W04

SAYD JAILNJISNOD

NIA3S 404 G3LOTHID SY W3HI SIHL 35N "MON SWOLAINAS JWVS 3HL JAVH ONY 340438
NOILD3IN! ESY3A TYNIOYA ¥ 3SONSVIQ HOLD00 ¥ OYH 3IAYH NOA ) HOLI00 BNOA L1nS
-NOD "1HOINQ0SIA NV HOLI HYATNA HO TYNIOVA Q¥H 3AVH NOA JNLL TSBTI 3HL SI SIHL 9
"841430/q [RUOIJEANDI PASOjous 8y} pea) ‘DUISN BI0jag

UOIJD3(UI 15884 € J11M PRIBII0SSe UOUBLLL pUE Bujya)) e

~[FiA [BUIBIX JO 191181 3} PUB (SISBIPIDUED) SUORORJUI 152K JBuiDen Jo Wawwi2al 8y} 104 “SHOLLYIONI

weauy jeuiliep Aeg /
%¢ Weald [euibep ajeljiN

ajozeuoalyy

N _“m_“J_ ﬁ_.___d

m__ ' sz wear euiben s

weal) jeuilfep Aeqg /

ajozeloayy

‘NOLLYLIHH] ONY ONIHIDLI
dYATINA TYNEILX3
031v1208SY $3A31134

ONY SNOILIANI 1SVIA
TYNIOVA 1SOW S38NI

I

9-980¢-C/915 JAN

(Adesay L Aeq 2) HOLYINddY ® WyIHO TYNIDVA 40 38N.1 INO

0,2 Weal) jeuibep ajelliN

(2061) 6 G LM 13N

paso0|au3j ainyoo.ig jeuoljeanp3
yibuans uonduasasd fjnd

weal) jeuibep Aeqg /

3[0zeUoII

"NOLLYLIYYI ONY INIHOLI
N LT e
31419088y SN
ONY SNOILIFANI 1SYIA
TYNIIVA 1SOW $34NI

9-6602-24915 OON

~o2 Weal) jeuibep sjelliN

weas jeuilien Aeq /

djozeuoaiy

conazole
ginal Cream 2%
7 Day Vaginal Cream

li
Nitrate Va

M.

PK-1365-0
000




wuw g0}

166l £ 1 NvT

mww.wu
)
S5

et L L

epEdUSpEN  O-P9CI 4 TES0) AN ‘BUDUMeEY
00 “Y'E) HEO|IAROWIING 818 K sj_ia
(398
10 360¢ KA0) [B8Y PIOAY ~(3698-455) Qa0 -0} 9INE:INR) WOOI B 0K

SP WDIRHOR pue RONU 10§ XY N0 T

:.«in%ia&d
POy 009G U RIEM PN SHERRIS JONSYSIBIBIS £-9-O%d IO [ERUIN
WBNOVO A PEANG T-O3U/N0 Uk 00y SINTIOTONE JALLIVE
{2509 6 0w 00}) %2 AN HORUON LIBITTNOW JALIY
3801 3L OLNO OV dv] 3 MIWDS 35010
0L 'N3d0 i 135 HLNA ATWHId NMOQ HSAd 3804 3HL 0INO dOL
~3INJINNG 3H] 30¥1d ONY d¥D 3HL TSH3A3H W3S 3H) UNLINAd OL
ISVHRN 40 30¥1d 01 130006
Nl 3 ONY 1ISIA 10N 4O QRINLONAD Si W3S § 30 1ON 00 G338
38 GINOKS ONIN3JO 3904 3H1 "d¥D JHE MIYISNN *LNVLW _u_“
-aLLY BE0 (0UCH 0SI0d € PEICO I0INERISSE [EUUISSH0 M P “yonysabug
JRIUIPIO [0 52 U e "UAIPIIND 10 Y9EaI 9U) |0 110 SON e PUR Sjui deBYe
“J0p0p 2 0 VKSRGS PUE 3JADE 91 BHUN G363 PRPOM S1Y1 3N DU 0 “RRY
-Ba1d 3q Aw nok yuays 0 weubeid ase nok §s 39¥ 40 mg 24 NYHL 5531
IO NI 350 JON 0 UotiEDIpaw Siul Susn UM suodue) & DU 000
‘Wes ) [urfea ajeipu AU Bursn ayys KURUBId 10 SE5EesIp o)
-|hwsue)) Afjercas (0anaud o) sbeluderp 10 SWOPUCO U0 A1 U O {10 [eRUILL
B0 WE B Sy SwBeydup U 10 SWOPDT Ul K2E) UEa AR 10 e RUI
(39v%0¥d NH1IM ONND4

‘NOILY.1Gd] GNY ONIHILI
HYAINA TUNHILXT
031112088V S3A3113H I
ONY SNOILIFANI LSYIA u.& N
TNIDYA IS0 $3LN) B

B g/0zeuod; W-

JOHJ0YR TYNOLLYOND3 O¥3Y 35vTd) (SQIY Sesnea [ey) snanau - AW
pM U0 W04 Deiuep DUIpTYLY] WRISAS aUrLLLL pabeuep ¢ 10 saqup B
~PIUS SO 0K J0f 3SE3 (2P BUKBEUN SIOLKS P3G DINDO 9BL) 10
Weutaid o P03 D, 10PO0P INOA NASLDS ‘Bujes ) sodoid YeM Arses dn i
U 0P {01 SUOII3(UA 34BY 10K ) D SO OMI KKK LinK) SUWoiduiks Mok |
401000 HI0A 1INSNOD 0INOHS BOA "NOILOINI ISY3A ¥ NV H3HIO
ONHLINGS JAYH AYW NOA N3HL ‘SHINON OMJ NHLIM NuR134 SWOL
~dNAS YN0 YO ‘SAYD ¢ NIHLIM 1134 1ON 1 43134 3L TIAN00 10 SAYD
£ NHUM SNISHOM NOLLO3INI JHL 3 4O INJNIACHII ON St J4M) 4
Qv STVIRS 1VH1 I0RYHISIO TYNOYA Ve HITTACHS HIHLLI HO NOVE
'NINOGEY K2MO) HI N Nde  (1TVH0 300} NYHL UHOH) 43A33e
'SSINTH SNOIYIS T4OM ¥ IAYH AV NN0A
AYMY {HON HOLIOQ HNO0A LOVINOD ONV 10N00kd 3H) SNISH JTTS
WY34 TYNOYA JLYHLIN JI0ZYNOOIN SNISN 34Y fI0A J1iHM 4130
AJHL 4°050Y 'SWOLANAS GNY SNOIS INIMOT104 JHL 40 ANY 3AVH
NOA 3 WY WNSYA 1 WLIN TI0ZYNOJIN 350 10N 00 L)
"SUOI0 AP 1N J0| 0T SH U payoed B0 K (ELI N3 e “Busn akoy
DIIENLI SI Pt SD) 1ol {EANA) LS O 00 weerd 9y Kade A1uab pue
il 00K DIUD WEAD |0 VKL J[BUSS € 328800 ‘Papoay J| w0 ¢ uf SIDIL Lanzs
0} Daq I euiien s O AR 10 (MO 0E U0 UL ENOILIING
SAYO AIL
NOBNGI NIATS W04 (ILITA0 SY YD SIHE IS0 'MON SHOLNAS
IRYS 3HE JAVH ONY 390438 NOLLOIIME LSV3A TYNIOYA V 35ON9VID
401000 ¥ OVH JAVH NOA I "HOLJ00 HAOA LINSNO?) *1HOANCISIO
ONY HOLI MYAINIA HO TYNIOYA OVH 3AVH NOA 3L HLSISHL 4

“$3A3 NI 35N HO HLNOW A8 INYL 10N 00 =

— AING 38N TYNIGYA HOd -
T logu) s im LN -

wees) [euibiep Aeq £ -

weas) jeubien ajeaiN=

L Wwweg

- ww g

wwgti

ww ovi




ANDA 74-444

Taro Pharmaceuticals, Inc.

Attention: Avraham Yacobi, Ph.D. DEC | 3 1998
5 Skyline Drive

Hawthorme NY 10532

'Ill""lllIIIIIIl"IIIII"IIIII

Dear Sir:

Reference is made to your abbreviated new drug application submitted pursuant to Section 505 (j)
of the Federal Food, Drug and Cosmetic Act for Miconazole Nitrate Vaginal Cream 2%.

The Division of Bioequivalence has completed its review and has no further questions at
this time.

Please note that the bioequivalency comments expressed in this letter are preliminary. The above
bioequivalency comments may be revised after review of the entire application, upon consideration
of the chemistry, manufacturing and controls, microbiology, labeling or other scientific or regulatory
issues. A revised determination may require additional information and/or studies, or may conclude
that the proposed formulation is not approvable.

Sincerely yours,

\5—Qaas

Rabindra Patnaik, Ph.D.

Acting Director, Division of Bioequivalence
Office of Generic Drugs

Center for Drug Evaluation and Research
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Miconazocle Nitrate
%, Vaginal Cream
ANDA #74-444
Reviewer: F. Nouravarsani
74444MC.D93

Taro Pharmaceutical, Inc.
Rramalea, Ontaric, Canada
Review Date:

December 20, 1993

October 16, 1995

October 30, 1995

November 07, 1995

REVIEW OF A MEDICAL CONSULTATION

The application was reviewed by Division of Anti-Infective Drug

Products (HFD-520), for Miconazole,

[}

% vaginal cream (test

product) used in treatment of women with vaginal Candidiasis (the

review is attached).

OBJECTIVE:

1. The study (#MCN1l) compared the generic test product,
Miconazole Nitrate, Vaginal Cream, 2% submitted by Taro, with the
reference product, Monistat-7 by Ortho USA. The test product was
also compared with the Monistat-7 by Ortho Canada.

2. Compare the adverse events of the products, and establish that
Taro cream does not have any unanticipated adverse events.

STUDY DESIGN:

The study was a double-blind, multicenter (6 investigator),

randomized, parallel design.

The products were used by patient

(self-administered) for seven consecutive nights.

The patients visited two post-treatments: visit two at days 14-

17, and visit 3 at days 35-42.

Patients were evaluated for Clinical efficacy, for mycological
efficacy and for therapeutic outcome within 28 - 35 days after
completion of the 7 day treatment regimen.

Patients were considered to be Th

erapeutic Failures if they were

either a clinical failure and/or a mycological failure at either

of the two follow up visits.

The parameters evaluated were:

excoriation, and itching/burning.

erythema, discharge, edema,
The parameters were evaluated

bv a scale of 1-4, 1 for normal, and 4 for most severe.

The firm evaluated the bioeguivalence of the products based on
the "proportion of patients +hat nad a mycologic cure, and
separately, the proportion that had a clinical cure, using a two

one-sided test procedure with con

fidence limits of 90%."



The following firm's definitions were accepted by the Medical
Officer:

Mycologic Cure was defined: "as the absence o0f organisms on a KOH
smear and inability to culture organisms on an appropriate
culture medium" for both first and second revisits.

According to the applicant: "The mycological cure rate was the
primary efficacy parameter."

Clinical Cure was defined: "as the investigator physician's
clinical evaliuation of an improvement in symptoms at revisit one
(visit 2) compared to baseline visit (visit 1), and the absence
of symptoms at revisit two (visit 3)."

Safety Analysis:

All 3 products were tolerated well, and no patient was dropped
due to an adverse reaction. Burning was experienced by two
patients, one by using the test product, and the other one by
using the Ortho Canada.

RESULTS:

The Therapeutic Cure Rate for combined clinical and mycologic
cures by visit 3 was 35/50 (70%) for the test product. For the
reference product, USA Monistat-7 was 47/62 (76%), and for Canada
Monistat-7 was 47/64 (73%). Comparing the Taro product to the
Ortho USA product by using the 90% Confidence Interval
(corrected), the upper and lower limits around the difference
between the two study arms were -21.5%, +9.9%. The 90% CI
between the Taro and Ortho Canada products was -19.2%, +12.4%.

The clinical reviewer reanalyzed the data: The Therapeutic Cure
Rate for combined clinical and mycologic cures by visit 3 was
34/50 (68%) for the test product. For the reference product, USA
Monistat-7 was 45/62 (73%), and for Canada Monistat-7 was 46/64
(72%). Comparing the Taro product to the Ortho USA product by
using the 90% Confidence Interval (corrected), the upper and
lower limits around the difference between the two study arms
were -20.7%, +11.5%. The 90% CI between the Tarc and Ortho
Canada products was -19.9%, +12.2%.

COMMENT :

There is a discrepancy in the clinical results and therefore Dr.
Williams reanalyged the data with the help of the Clinical
Devision. Further re-evaluation indicates that Tarc's Miconazole
Nitrate Vaginal Cream is safe, effective, and equivalent to the
reference product, Monistat-7 (see attached Dr. R. William's
E-mail dated 11/24/96).



(98]

RECOMMENDATION BY THE DIVISION OF BIOEQUIVALENCE:

The biocequivalence study submitted by Taro Pharmaceutical on its
Miconazol Nitrate Vaginal Cream, 2%, comparing it to USA
Monistat-7 has been found acceptable by the Division of
Bioequivalence. The study demonstrates that Taro's Miconazol
Nitrate, 2%, Vaginal Cream is bioequivalent to the reference
products, Monistat-7, 2%, Vaginal Cream manufactured by Ortho USA
and Ortho Canada.

From the Bioequivalence point of view the firm has met the
requirements of in vivo bioequivalency, and the application is
acceptable.

4

Farahnaz Nouravarsani, Ph.D.
Division of Bioequivalence
Review Branch III

RD INITIALED RMHATRE | _ _
FT INITIALED RMHATRE 'Comm~olin? 1. MA2 AT
S

'3/ 5
=
Concur: %Q}*DGJE:E:E"'— Date: l2]1e[94

Rabindra Patnaik, Ph.D.
Acting Director
Division of Bioequivalence

FNouravarsani/11-26-96/74444MC. §9g ( DA

CC: ANDA #74-444 (original, duplicate) Nouravarsani, HFD-658,
Drug File, Division File.




MEMORANDU UM

Date: January 3, 1996
To: Director, Office of Generic Drugs
HFD-615

7500 Standish Place
Rockville, Maryland 20855

From: Julius Piver, M.D.
Medical Officer, DAIPD, HFD-520

Through; Brad Leissa, M.D. /7-L e

SMO, DAIDP, HFD-520'

Mary Fanning, M.D., Ph.D.
Director, DAIDP, HFD-52

Subject: Consultation on ANDA 74-444

Please find attached to this memorandum, the medical consultat
, from HFD-520 which was requested. If there are any questions

regarding this matter, please do not hesitate to contact the
Division at 827-2120.

Thank you for this consultation.
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2
DATE SUBMITTED: DECEMBER 29, 1993
DATE RECEIVED: FEBRUARY 7, 1994
DATE COMPLETED: JANUARY 3, 1996

MEDICAL CONSULTATION FROM HFD-520
DIVISION OF ANTI-INFECTIVE DRUG PRODUCTS

Requested By: Division of Generic Products
HFD-615
Applicant: Taro Pharmaceuticals, Inc.
Drug: Miconazole Nitrate 2% Vaginal Cream
Drug c;gggorv:A Anti—fungal' 7
Dosage Form: Vaginal Cream

Dosage Regimen: One applicator of miconazole 2% vaginal cream

inserted into the vagina each evening at bedtime
for seven consecutive nights (Day 1 start).

Purpose: ;

The purpose of this ANDA is to cbtain market approval comparable
to the inmovator products of a generic form of miconazole 2%
vaginal cream manufactured by Taro Pharmaceuticals, Inc. for the
treatment of vaginal candidiasis.

The Applicant has conducted a study comparing the efficacy and
safety of miconazole 2% vaginal cream by Taro and miconazole 2%
vaginal cream (Monistat 7) by Ortho Pharmaceutical Corporation
USA and also Ortho Pharmaceutical (Canada) Ltd miconazole vaginal
cream 2% in the treatment of vaginal candidiasis.

Backaground:

In the United States, vulvovaginal candidiasis continues to be
one of the most frequently recurring vaginal infections diagnosed
in our female population of all ages. Since the 1970's
candidiasis has been safely and effectively treated by the
polyenes (e.g., nystatin) and imidazoles (e.g., clotrimazole,
miconazole) . Miconazole is a synthetic imidazole-derivative
antifungal agent that is fungicidal in vitro against species of
the genus Candida. It is clinically indicated for the local
treatment of vulvovaginal candidiasis and since 1990 has been
available as an over-the-counter seven day treatment regimen.

\
)
H
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Protocol No: MCN1

Bicequivalence of Miconazole Nitrate 2% Vaginal Cream,Taro
to Miconazole Nitrate 2% Vaginal Cream Ortho U.S.A.
and Ortho Canada

Study Design:

The study was a multi-center, multiple dose, double-blind,
randomized, parallel comparison of miconazole 2% vaginal cream
manufactured by Taro to miconazole 2% vaginal cream manufactured
by Ortho USA and to miconazole 2% vaginal cream manufactured by
Ortho Canada. Patients with clinically-suspected vaginal
candidiasis were randomly assigned to one of three treatment
groups. A KOH smear and a mycologic culture were performed on the
vaginal discharge from each patient at the time of the initial _
visit. Patients were told to return for follow-up visits 2 weeks
(l1st re-visit) and 5 weeks (2nd re-visit) after the initial
visit. Lesions were evaluated clinically and by fungal culture at
the first and second re-visit, representing one week and four
weeks after cessation of therapy, respectively.

Monitoring:

There were two monitors for the study, a medical monitor (Daniel
A. Moros, M.D.), and a clinical monitor {(Jacquelyn Castaldo,
R.N.). The Medical Monitor reviewed all data and decided on the
clinical aspects of adverse events. The Clinical Monitor reviewed
all case report forms for completeness and accuracy. The
investigator allowed the Taro monitor to review all case report
forms and appropriate portions of the patient's office records at
regqular intervals during the study. The reviews were intended to

confirm adherence to the protocol and the completeness of the
data on the case report forms.

ENTRY (BASELINE) VISIT:

A histo;y and physical examination were performed to establish
the patient's eligibility for the study.

Igclusiqn'grite;iéz Patients who were otherwise healthy females
with clinical signs and symptoms of vaginitis and positive KOH
and culture for Candida albicans were entered into the study. To

be included in the study, patients had to fulfill these inclusion
criteria:

* signed informed consent

clinical evidence of candida vaginitis
mycologic culture positive for candida and KOH
smear positive.

all pgt;ents at least 18 years of age; no upper
age limit was established.

*
*
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At the entry visit, serum chemistries, urinalysis, complete blood
count with.differential and a pregnancy test were also performed.
Microbiological determinations included specimens taken from an
area of active lesion and a KOH prep made; mycologic culture of
infected areas were taken and incubated at 370C; patients were to
be KOH and culture positive to be enrolled in the study.

Exclusion Criteria: The presence of any of the following excluded
a patient from participation in the study:

* Pregnancy:;

* Nursing:;

* Patients with vulvovaginal infections other than Candida
species -- those who tested positive for Trichomonas
vaginalis, Chlamydia trachomatis, Neisserria gonorrhoea,
or Gardnerella vaginalis;

* Diabetes Mellitus;

* History of allergy or sensitivity to miconazole nitrate
or related compounds:;

* History of abnormal liver function studies;

Current use of any systemic or topical antifungal, immuno-

suppressant or antibiotic within one week of the study;

Use of pharmacologic doses of corticosteroids;

History of drug or alcohol abuse;

Previous Candida infection within the last 3 months;

Females with Candida infection who previously failed to

respond to miconazole nitrate, clotrimazole or nystatin.

»

* % % »

Patients were instructed not to take any antibiotics or to apply
any other medications to the affected area for the duration of

the study. Patients were to be discontinued from the study for
any of the following reasons:

* Decision by the patient to leave the study for any reason;
* Ingestion or topical application of any interdicted
medication;

Development of an intercurrent condition or complication
which would affect the safety of the patient or the
validity of evaluation of the patient's clinical state to
an extent considered significant by the investigator.

*

[Lis LI I T
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Procedure:

Once the patient signed the informed consent form and it was
determined that she qualified for enrollment in the study, the
following took place:

*

*

Randcmization Procedures:

A computer-generated randomization list was used to
assign patients sequentially to one of the three
formulations being used. Patient numbers were assigned
as the patients were entered into the study, and a
supply of study drug with the corresponding number was
given to the patient.

Once a patient medication number was assigned it could
not be transferred to any other patient. Additional
patients were assigned consecutive patient and
medication numbers as per the randomization list.

Drug Administration:

Patients were instructed to insert one applicatorful
of the assigned vaginal cream formulation into the
vagina once each day for seven (7) consecutive days, in
accordance with the labeling of the product. All study
creams used in this investigation were supplied by the
sponsor in individual cartons containing tubes of 45 gm of
miconazole 2% vaginal cream. Each patient received one
45 gm tube. All study medication was kept at room
temperature prior to its use in the study. Each tube
contained a standard label with the following information
in English and French:

* investigator number

* patient number

* protocol number

The investigator provided the case report forms and a

copy of the informed consent to Taro for each patient
entered. All tubes and cartons were marked as above.
Neither the patient nor the investigator knew the origin
of the miconazole cream in the tube. Blinding and labeling
were performed at Taro. The Taro monitor retained the
randomization code in sealed envelopes.
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Patient Instructions:

Patients were instructed individually in the application of the
first dose of cream by the treating physician. Patients were
asked to keep the infected area as clean as possible. Evaluations
of the affected area were made at the initial visit to establish
a baseline, and then again at the two and five week visits.

The parameters evaluated were 1) erythema, 2) discharge, 3) edema
4) excoriation and S) itching/burning. Each parameter was
evaluated on a scale of 1-4 with 1 being normal and 4 being most
severe.

Patients were entered into the study only after reading,
understanding and signing an informed consent. Patients were
supplied with the name and telephon& number of the physician to
call in the event of an adverse reaction.

FIRST FOLLOW-UP VISIT: (Post treatment days 7-10 = Visit 2)

Patients were instructed to return for re-evaluation 2 weeks
after initiating therapy (i.e. 1 week after completing
treatment). At that time they were evaluated as follows:

* KOH and culture samples were taken of the infected area.
* Patients were instructed to return study medication at
that visit.

Patients were questioned by the investigator concerning
possible adverse drug effects.

Recording and grading of clinical signs and symptoms on
a scale of 1-4 as previously described.

SECOND FOLLOW-UP VISIT: (Post treatment days 28-35 = Visit 3)
Patients returned for a second revisit three weeks after the
first revisit (i.e. 4 weeks after the cessation of treatment) . At

this second revisit procedures were identical to those of the
first revisit.
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Evaluation of Efficacy Outcome

The Applicant evaluated the efficacy of the products at both the
first post-treatment visit and the second post-treatment visit.
The evaluation of efficacy between the three miconazole nitrate
2% vaginal creams was based on the proportion of patients that
had a mycologic cure, and separately, the proportion that had a
clinical cure. Mycologic cure was defined by Applicant as the
absence of organisms on a KOH smear and inability to culture
organisms on an appropriate culture medium. At the second revisit
a patient was considered mycologically cured only if she was both
culture and KOH negative at the first as well as the second
revisit. Clinical cure was defined by Applicant as the
investigator physician’s clinical evaluation of an improvement in
symptoms at revisit one (visit 2) compared to baseline visit
(visit 1), and absence of symptoms at revisit two (visit 3).
These definitions were accepted by the reviewing Medical Officer.

Patients were continued in the study if they had

a positive culture and KOH smear with symptoms of vaginitis at
entry. Those who returned for revisit 1 but not for revisit 2
were included in the data for the first revisit but were
considered dropouts for the second revisit. All dropouts were
considered failures. The Applicant defined the population
enrolled as”those women who were randomized to treatment. The
evaluable population was those patients who met all inclusion and
exclusion criteria at entry.

FIRST POST-TREATMENT VISIT:

Visit 2 (Day 14 of study - 7 days post-treatment - a window of
14-17 days was accepted by Applicant:

To be considered evaluable for the first post-treatment visit,
patients had to have met all inclusion and exclusion criteria,
and had to return for the first post-treatment visit within the
7-10 day post-treatment window. A wider window of 13-18 days was
accepted by the reviewing Medical Officer to allow for weekends
and holidays.

Patients were examined by their physician and the degree of
clinical symptoms and lesions was recorded. KOH prep and culture
samples were taken for evaluation of mycologic cure. According to
the Applicant, the mycological cure rate was the primary efficacy
parameter. Patients found to have a positive KOH or culture were
recorded as “treatment failure” and did not need to return for
visit 3.
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SECOND POST-TREATMENT VISIT:

~

Visit 3 (day 37 of study - 30 days post-treatment - a window of
35-42 days was accepted by Applicant:

To be considered evaluable for the second post-treatment visit,
patients had to have met all inclusion and exclusion criteria,
and had to return for the second post-treatment visit within the
28-35 day post-treatment window. A wider window of 27-36 days was

accepted by the reviewing Medical Officer to allow for weekends
and holidays.

Within 28-35S days after completion of the 7 day treatment
regimen, patients were re-evaluated for signs and symptoms.

KOH prep and culture samples were repeated for evaluation of
mycological cure. Patients were evaluated for clinical efficacy,”
for mycological efficacy and for therapeutic outcome. -

Clinical Efficacy and Mycologic Efficacy
at Post-Treatment Visits 1 & 2

CURE-~—========m resolution of all signs and symptoms of
. disease LT
IMPROVEMENT ~ ===~ significant amelioration of signs and
: symptoms of disease :
FAILURE-----—--- persistence of signs and symptoms of disease

COMMENT: The reviewer only accepted categories of CURE
(resolution of all signs and symptoms) or FAILURE ‘ o
(persistence of any sign or symptom of disease) at the second
post-treatment visit. _ :

MYCOLOGICAL, OUTCOME:

ERADICATION----- negative KOH and negative fungal culture -
PERSISTENCE----- positive KOH and/or positive fungal . culture

THERAPEUTIC OUTCOME:

CORE-----=====-- resolution of all signs and symptoms of
disease at the second post-treatment visit .
(patients had to be considered either a cur
or an improvement at the first post-treatment
visit also) and have negative KOH and funga
culture results at all followup visits. :
FAILURE--—-=---~- persistence of signs and symptoms of disease
or positive KOH and/or fungal culture. - -
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COMMENT: _ The reviewer considered only patients who had
resolution -of 2ll signs and symptoms of disease at the second
post-treatment visit (and patients had to be considered either 3
cure Oor an improvement at the first post-treatment visit) and
negative KOH and fungal culture results at all visits to be
THERAPEUTIC CURES.

Patients who were either a clinical failure and/or a mycological
failure at either of the two follow up visits were considered to
be THERAPEUTIC FAILURES.

ADVERSE REACTIONS: Any adverse reactions experienced by the
patient, or noted by the investigating physician, were reported
to the Clinical Monitor by telephomne within 24 hours of the time
the investigator became aware of their. occurrence. A written
report was submitted ‘to the Clinical Monitor within 5 days.
Patients were supplled with the name and telephone number.of the
physician to call in the event of an adverse reaction. Patients
were questioned by the 1nvest1gator concernlng possible advexrse
-drug effects at each revisit. : -

RESULTS :
L Table 1
BASELTKNE DEMOGRAPHIC DATA
Obgerved TARO Ortho USA Ortho Canada Total
N=73 - N=83 N=82 238
Age (Mean) 33'yrs 33 yrs 33yrs - 33yxs
HT (Mean) 64 - 65 65 * 65 *
WT (Mean) 136 137 # 136 # 136 §
Race’
White T e 73 231257
Black 11 8 4 - 23
Other 1 2 S 8

According to the Applicant, there were no statistically
significant differences between the three groups in age, height,
welght, or racial makeup of the patients. 4 Taro patients were
missing height or weight information, hence the dlfference
between the 242 patients evaluable at baseline and t 38
patients in Table 1. The ingitial enrollment of ZGX ents was
reduced by 21 patients, seven in each of the three arms, for
various “exclusions” which were not specified by the Applicant.
The reviewing Medical Officer did not think the omissions were
critical as far as the demographics was concerned as the number
of patients was evenly divided between the three arms. These
exclusions were considered, however, in Table 3 as ineligible for
efficacy analysis.

|

[N

my
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Two hundred sixty-three (263) women presenting to their
gynecologist with symptoms of vaginitis were enrolled and
randomized for possible inclusion in the study.

A total of 176 evaluable patients with signs and symptoms of
candida vaginitis, a positive mycologic culture and positive KOH
smear were entered into the study by six investigators. All
investigators were gynecologists, all were from Montreal. of
evaluable patients, 50 patients were treated with the Taro
product, 62 patients were treated with the Ortho USA product, and
64 patients were given the miconazole cream manufactured by Ortho
Canada. The Applicant adhered strictly to the protocol,
especially with regard to the window of return for the patients.
The reviewing Medical Officer determined that there were no
additional patients to be excluded from analysis. -

The curriculum vitae of each investigator was carefully reviewed
and each was found to be qualified to conduct the study.

Table 2

Patients Evaluable by Applicant Taro
By 1st Followup Visit

Investigator (Taro} (Ortho USA) (Ortho Can) -Total
Melvin Shore,M.D. 20/32 21/33 22/33 63/98'(64%)
Daniel Wiener,M.D.  18/24 19/25 24/26 61/75 (81%)
William Bilek, M.D. 5/17 12/18 11/18 28/53 (53%)
Melvin Guralnick, M.D. 4/6 5/6 2/6 11/18 (61%)
Janet Shinder, M.D. 2/3 3/5 4/4 9/12 (75%)
Richard Shatz,M.D. 1/2 2/3 1/2 4/7 (57%)
‘TOTAL  50/84 62/90 64/89 176/263

(608%) (69%) (72%) (67%)
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Table 3

Ineligible Foxr Efficacv Analysis N = 87

-

Investigator Pt. # Tarc/Ortho USA/Ortho Can Reason
1. Guralnick 164 Ortho Can 2a
2. Wiener 821 Taro 2b
3. Bilek 23 Ortho Can 2d
4. Bilek 30 Ortho Can 24
5. Guralnick 168 Ortho Can 2d
6. Guralnick 175 Ortho Can 2d
7. Guralnick 178 Ortho Can 2d
8. Shatz 492 Ortho Can 2d
9. Shore 664 Ortho Can 24

10. Shore 665 - Qrtho Can 2d

11. Shore 710 Ortho Can 2d

12. Shore 711 Ortho Can 24

13. Shore 729 Ortho Can 2d

14. Shore 736 Ortho Can 2d

15. Shore 757 Orthc Can 2d

16. Shore 762 Ortho Can 24

17. Wiener 867 Ortho Can 2d

18. Bilek 6 Ortho USA 2d

19. Bilek 24 Ortho USA 24

20. Bilek 44 Ortho USA 24

21. Bilek 52 Ortho USA 2d

22. Shatz 491 Ortho USA 2d

23. Shinder 338 Ortho USA 24

24 . Shore 677 Ortho USA 2d

25. Shore 678 Ortho USA 2d

26. Shbre 684 Ortho USA 24

27. Shore 693 Ortho USA 2d

28. Shore 699 Ortho USA 2d

29. Shore 709 Ortho USA 2d

30. Shore 728 Ortho USaAa 24

31. Shore 731 Ortho USA 2d

32. Shore 738 Ortho USA 24

33. Wiener 848 Ortho USA 2d

34. Wiener 859 Ortho USA 2d

35. Wiener 864 Ortho USA 2d

36. Wiener 868 Ortho USA 2d

37. Bilek 15 Taro 2d

38. Bilek 18 Taro 2d

39. Bilek 25 Taro 24

40. Bilek : 29 Taro 2d

41. Bilek 39 Taxro 24

42. Guralnick 171 Taro 2d

43, Guralnick 180 Taro 2d

44 . Shatz 489 Taro 2d

45, Shore 650 Taro 2d

46. Shore 666 Taro 24
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Investigator
47. Shore
48. Shore
49. Shore
50. Shore
51. Shore

52. Wiener
53. Wiener
54. Wiener
55. Wiener
56. Wiener

57. Bilek
58. Shore
59. Shore
€0. Shore
61. Wiener
62. Bilek

63. Guralnick
64. Shinder
65. Shore

66. Shore

67. Wiener
68. Wiener

69. Bilek
70. Bilek
71. Bilek
72. Shinder
73. Shore
74 . Shore
75. Shore
76. Shore
77. Shore
78. Bilek
79. Bilek
80. Bilek
81. Bilek
82. Bilek
83. Shore
84. Bilek
85. Bilek
86. Bilek
87. Bilek

Pt.

681
687
705
707
712
836
841
856
858
882
41
679
683
704
818
22
173
335
688
727
825
844
S
35
38
336
668
700
703
722
737
3

4
28
32
31
765
19
42
49
53

#

Table 3 -Continued

Taro/Ortho USA/Ortho Can

Taro
Taro
Taro
Taro
Taro
Taro
Taro
Taro
Taro
Taro
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Taroc
Taro
Taro
Taro
Taro
Taro
Taro
Taro
Taro
Ortho
Ortho
Ortho
Ortho
Ortho
Ortho
Taro
Taro
Taro
Taro

Can
Can
Can
Can
Can
USA
USA
USA
Usa
USA
usa
Uusa

Can
Can
Can
Can
USA
USA

CODE: 2a Patient came for visit 1 only

2b Patient came for visit 1 & 2 only
2d Patient came too early/late for visit 2/3
3a Protocol violation (inclusion/exclusion)

3c Negative KOH/culture @ visit 1

12

Reason

(1
(1
(54
(21
(10

2d
2d
2d
2d
2d
2d
2d
2d
2d
2d
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3a
3¢
3¢
3¢
3c
3¢
3¢
3¢
3¢
3c
3¢

patient)
patient)
patients)
patients)
patients)
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< Table 4
-
Exclusion From Efficacy Analysis By Applicant
N = 87
Reason Taro Ortho UsSA Ortho Can Total

Patient came too early

or too late-visit 2/3 20 19 15 54
Protocol violation

Antibiotic use 6 2 2 10
STD ' ‘ 1 5 3 9
Pregnancy 1 0 0 1
Illness (not specified) 1 0 0 1
Negative baseline culture 4 2 4 10
Patient came visit 1 only 0 0 1 1

Patient came visit 1 and

ViSit 2 only {not a 1 0 0 1
failure)
TOTAL 34 28 25 87
Table 4a

Exclusion From Efficacy Analysis"-
Per Investigator

Investigator . Taro Ortho Usa :Ortho Canada Total
(# enrolled in
Parenthesis)
Shore (98) 12 12 11 35
Wiener (75) 6 6 2 | 14
Bilek (53) 12 6 7 25
Guralnick = (18) 2 1 r 4 | 7
Shinder  (12) 1 2 0 3
Shatz (7 1 1 1 3

Total (263) 34 28 25 . : 87 .
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CLINICAL OUTCOME - PER APPLICANT
BPER APPLICANT
Table § S -

Mycological Cure Rate

Treatment Group visit 2 visit 3
Ortho Canada 61/64 56/64
(95%) (88%)
Ortho USA 61/62 55/62
(98%) (89%)
Taro 46/50 43/50
(92%) (86%)
Table 6& 54

Clinical cure Rate

Treatment Group visit 2 visit 3
Ortho Canada 64/64 S54/64
(100%) (84%)

ortho USA 62/62 50/62
(1:00%) (81%)

Taro 50/50 41/50
‘ \ (100%) (82%)
Table $3 5b

Therapeutic Cure Rate

Treatment Group visit 3
Ortho Canada 47/64
(73%)
Ortho USA 47/62
(76%)
Taro 35/50
(70%)

Mycological cure was defined as both KOH smear and mycological
culture negative at return visits 2 & 3. Clinical cure was
defined as an improvement in symptoms at visit 2 compared to
visit 1 and absence of symptoms at visit 3. Therapeutic cure was
defined as mycologically and clinically cured at both revisits
(i.e., resolution of all signs and symptoms at visit 3 and
negative KOH and fungal culture at visit 2 and visit 3). _

-
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- CLINICAL OUTCOME - PER MEDICAL OFFICER

Table 7 &

Mycological Cure Rate

Treatment Group visit 2 visit 3
Ortho Canada 61/64 60/64
(95%) (94%)
Ortho USA 61/62 59/62
(98%) (95%)
Taro 46/50 43/50
(92%) (86%)
Table Zax éa

Clinical cure Rate

Treatment Group visit 2 visit 3
Ortho Canada A 56/64 53/64
(88%) (83%)
ortho USA 55/62 50/62
(89%) (81%)
Taro - 48/50 45/50
(96%) (90%)
]
Table 7¥ ¢b

Therapeutic Cure Rate

Treatment Group visit 3
Ortho Canada 46/64
(72%)
Ortho USA 45/62
(73%)
Taro , 34/50
(68%)

Mycological cure was defined as both KOH smear and mycological
culture negative at return visits 2 & 3. Clinical cure was
defined as an improvement in symptoms at visit 2 compared to
visit 1 and absence of symptoms at visit 3. Therapeutic cure was
defined as mycologically and clinically cured at both revisits
(i.e., resolution of all signs and symptoms at visit 3 and
negative KOH and fungal culture at visit 2 and visit 3).

N
s
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Clinical Outcome Summary:

At visit 2, the Applicant demonstrated a 92% mycological
cure rate for the Taro product, compared to a 95% cure rate for
the Ortho Canada product and 98% cure rate for the Ortho USa
product. The Medical Officer found comparable rates of 92g
(Taro), 95% (Ortho Canada), and 98% (Ortho USA). At the second
re-visit (Visit 3) the Applicant showed an 86% mycological cure
rate for its product versus an 88% rate for Ortho Canada and 89%
for Ortho USA. The Medical-Officer's review demonstrated rates of
86% (Taro), 94% (Ortho Canada), and 95% (Ortho USA).

The clinical cure rates at visit 2 per the Applicant were
100% for each arm of the study. The reviewing Medical Officer's
clinical cure rates at visit 2 were 96% for the Taro product, 88%
for the Ortho Canada product, and 89% for the Ortho USA product.
At visit 3 (2nd re-visit) the Applicant found an 82% clinical
cure rate for the Taro product compared with an 84% (Ortho
Canada) and 81% rate(Ortho USA) for the other two arms of the
study. The Medical Officer's analysis gave comparable results of
90% (Taro), 83% (Ortho Canada) and 81% (Ortho USAa).

The therapeutic cure rate for the Taro arm of the study was
70% per the Applicant versus 73% for the Ortho Canada product and
76% therapeutic cure rate for the Ortho USA product. The Medical
Officer's review demonstrated 68% for the Taro product, 72% for
the Ortho Canada product, and 73% for the Ortho USA product.

H

The therapeutic cure rate is the test-of-cure outcome parameter
and the bagis for approvability of all drugs for vaginal’
candidiasis.

Statistical analysis of the above information is necessary_ to

determine if these fiqures fall within the 90% confidence
interval of +/- 20% for approval. -

SAFETY ANALYSYS

ACCORDING TO THE DATA PRESENTED, ALL THREE PREPARATIONS OF
MICONAZOLE 2% VAGINAL CREAM WERE WELL TOLERATED. THERE WERE NO
SERIOUS ADVERSE REACTIONS. TWO PATTENTS EXPERIENCED BURNING
ASSOCIATED WITH THE ADMINISTRATION OF THE DRUG, ONE USING THE
TARO PRODUCT, THE OTHER USING THE ORTHO CANADA PRODUCT. NO
PATIENT DROPPED OUT OF THE STUDY DUE TO AN ADVERSE REACTION.



ANDA 74-444 17

SEUMMARY:

The applicant, Taro Ph aceuticals Inc., has submitted data from
a double blind, randomized, parallel group study comparing
miconazole 2% vaginal cream manufactured by Taro to miconazole 2%
vaginal cream manufactured by Ortho USA and to miconazole 2%
vaginal cream manufactured by Ortho Canada. Based on these data,
the Applicant is requesting approval of its miconazole 2% vaginal
cream for the seven day|treatment of vulvovaginal candidiasis. '

The criterion for demonstrating therapeutic equivalence for
generic drugs is that the lower and upper limits of the 90%
confidence interval around the difference between the three
active products must lie within the interval (-.20, +.20)

The data that have been submitted by the Taro Pharmaceuticals
Inc.,'have been verified and analyzed by me with statistical
consultation from Ralph Harkins, PhD. of the Division of
Biometrics. If the statistical analysis substantiates the
Applicant's claim of biocequivalency for the Ortho USA, Ortho
Canada, and Taro products to each other on clinical and
mycological grounds at both first and second revisits, it is my
recommendation that approval be granted to Taro Pharmaceuticals
Inc. for its 2% miconazole nitrate vaginal cream for the
treatment of vulvovaginal candidiasis.
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CONCLUSION:

On the basis of my review of the data submittd with this ANDA, it
is my conclusion that the formulations of miconazole nitrate 2%
vaginal cream manufactured by the Applicant, Taro Pharmaceutical
Inc. and by Ortho USA and Ortho Canada are clinically equivalent
for safety and efficacy in the treatment of vulvovaginal

candidiasis for seven days.

RECOMMENDATION:

If my conclusion is substantiated by statistical analysis, it is

my recommendation that approval be grantd to Taro Pharmaceuticals
Inc. for its formulation of miconazole nitrate 2% vaginal cream,

for the treatment of .vulvovaginal candidiasis.

Labeling should be negotiated by the Office of Generic Drugs.

" Qs & @ o>,

Julius S. Piver, M.D.
Medical Officer (Ob-Gym)

Concﬁrrence Only:
HFD/520/Dir/MFanning _
HFD/S520/SMO/BLeissa BT S‘/’Lf—/H



ANDAJ: 74-444

Applicant; Taro Pharmaceuticals. Inc.

Name of Drug: Miconazole Nitrate % Vaginal Cream

Documents Reviewed: Medical Officer's Review and Data Transmitted January 5, 1996
Indication: Vaginal Candidiasis.

Type of Review: Clinical

Medical Input: Dr. Julius Piver, HFD-520

A INTRODUCTION

This is a Generic Drug Product. Therefore we use the 90% confidence interval (Cl) for
determining Lherapeutic and related equivalency stalements. This is the same as using two-
one sided 95% confidence intervals. The allowable delta in Generic Drug trials is 207% for
cure/failure Lype trials and within 20% of the active control mean response for other type
response variables. Since the concept is that the new agent is be neither better than nor
worse than the conlrol agent. the 90% Cl must be completely contained within the -20% and
+20% delta values. However, in calculating Confidence Intervals below the order of subtraction
between success rates is (test cure rate - control cure rate). '

Generic Drug Division trials of vaginal care products are generally standardized. As a result.
a full statistical evaluation of the tolal submission is oniy done if problems in conduct or
reporting of trial results are noled by the Reviewing Medical Officer (RMO). When there are no
problems our review is confined to checking slatistical results developed by the RMO or to
compuling confidence intervals on data derived by the RMO. Since data is not provided us by
the investigalor. no evalualion of consistency among (between) investigators by treatment can

be made. Therefore. if the odds ralios differ significantly among the investigators, the
following evaluation will not account for this.

B Calculal; | Fyaluati

The sponsor has compared Lheir Miconazole nilrate 2% vaginal cream for the {realment of
recurrent vaginal candidiasis to Orlho Pharmaceulical Corporation’s Canadian and USA
Monistal 7 products. In order lo nol penalize the sponsor by making corrections for multiple
comparisons. ] have chosen as the primary slatistical comparison that between Taro’s
producl and Ortho's USA product. Olher comparisons are given for informational purposes,



not decisional purposes. All calculalions are based on the data supplied in the RMO's January
3. 1996 Review. All confidence inlerval resulls are presented as two-sided 90% confidence
intervals in the format , . (C1) , ... where n andp, are respectively the sample size and
success rales for the test agent (Taro's product) and n,and p, are similarly defined for the
control agent (Ortho's Formulations). When comparing the Canadian formulation to the USA
formulation, the Canadian formulation is the test product. The sponsor wants to demonstrate
that their product is therapeutically equivalent {o the Ortho USA formulation.

Mycological and clinical response rates are secondary efficacy criteria and the therapeutic
response rate is the primary efficacy criteria.

For comparability of resulls. ] have calculated 90% Cls based on the sponsor's data and the
dala supplied by the Medical Officer.

The following Cls are based on the sponsor's dala. Tables 6. 6a and 6b. page 15 of the RMO's
review.

For mycologic response at visit 2 the Taro versus Ortho USA 90% Cl is gy (.15, .02) g ¢ and
at visit three the 90% Cl is gyg (-.15. .09) gg go-

For mycologic response at visil 2 (he Taro versus Ortho Canada 90% Cl is 5560 (.13, .06) g5 65
and al visil three the 90% Cl is g5 (=14, .11) g go-

Finally. for mycologic response al visit 2 the Ortho Canada versus Ortho USA 90% Cl is
64.62 (",'04. .10)_95__93 and at visit three the 907 Cl is 64.62 (‘.10. '12).55_89'

For clinical response at visit 2 no Cls are calculated since all show 100% cure rates.
Clinical comparisons at visit three the Taro versus Ortho USA_90% Cl is g4 (=.11. .15) g 4

Taro versus Ortho Canada 90% Cl is 45 (-.16. .11) g4 and Ortho Canada versus Ortho USA
90% Cl is 64.62 (‘16 -09).[“..81'

Therapeutic cure rate comparisons at visit three. the primary efficacy variable, the Taro
versus Ortho USA 90% Cl is spg, (-.21. .10) 79 Taro versus Ortho Canada 90% CI is
sos4 (=19, .12) 5y and Ortho Canada versus Ortho USA 90% Cl is g (~.17. .12) 7355

The primary comparison of Taro versus Ortho USA for Therapeutic cure rales fails to meet
the definition of therapeutic equivalency of 20% given above.

The following Cls are based on the Medical officer's data from Tables 7. 7a and 7b. page 16.

For mycologic response at visit 2 Lhe Taro versus Ortho USA 90% Cl is 44, (-.15. .02) g, g5 and
al. ViSjt three t.he 90% Cl iS 50.62 (‘.20. '02).85..95'




For mycologic response at visit 2 the Taro versus Ortho Canada 90% Cl is 44 (-.13. .06)
and al visit three the 90% Cl is g (-.19. .03) gsg4-

2.9
Finally, for mycologic response at visit 2 the Ortho Canada versus Ortho USA 90% Cl is
sz (—-04. .10) g5 05 and al visil three the 90% Cl is g (~.07. .10) g .

For clinical response at visit 2 the Taro versus Ortho USA 90% Cl is 556 (.02, .17) g5 4 and at
VlSlt three the 9070 C] ]S 50,62 ('03, '22).90..81'

For clinical response al visit 2 the Taro versus Ortho Canada 90% Cl is s (-.01. .18) g 45 and
at visit three the 90% Cl is 556, (-.05. .19) oo .

Finally, for clinical response al visit 2 the Ortho Canada versus Ortho USA 90% CI is
sesz (—-10, .12) g0 5e and al visit three the 90% Clis g (-.15. .11) gy g

For therapeutic cure at visit 3. the primary efficacy end point. the 90% C! comparing Taro to
Ortho USA is 5pg (=20, .11) 5575 the 90% Cl comparing Taro to Ortho Canada is

so54 (—-20, .12) g5 7. and the 90% Cl comparing Ortho Canada to Ortho USA is

64.62 (—-14- -16).72..73'

The primary comparison of Taro versus Ortho USA for Therapeutic cure rates meets the
definition of therapeutic equivalency of 20% given above.

C.CONCLUSIONS (Which May be (angyggl- Lo the Sponsor)

At visit 3 the 90% Cls calculated using the sponsor's data fail to meet the therapeutic
equivalency criteria of + 20. However, the 90% Cl calculated from the Medical Officer's data
meel the Lherapeutic equivalency criteria. Based on this result. this trial supports the
sponsor’s claim of therapeutic equivalency of their product to the Ortho USA product.

Ralph Harkins, Ph.D.
Acting Division Director
Biomedical Statistician, Biometrics Division IV

fav®

Lo e b
o at/ g2 73
sfflo-ukf’*

-nrub9q 0,144



Note to Dr. J. Piver
RE: ANDA 74-444

Julius, While doing my calculations I noted some differences in %
values in table 7, page 16 and the computer values. Specifically,
mycological cure rate for Taro at-visit 2, 46/50 = 92% rather
than 950%. '

Table 7a, page 16, Clinical visit 2, Ortho USA, 55/62=88.7 (89%),
rather than 90% and Ortho Canada, 56/64 = 87.5% (88%) rather than

86%. Table 7b, ortho usa 45/62=72.6% (73) and Taro 34/50 = 68%
rather than 70%.

ANDA 73-278

Table 7, page 18, Copley visit 3 Myco. 53/64=83% and Schering
47/55=86%, table 7a, Copley visit 2 67/68=98.52 (99%?).

Table 8, page 19, Schering visit 3, 41/52=78.8 (79%). i
These do not impact calculation of CIS since I use the raw data,
not %age values. It will show up if one compares the cure rates
given in my CIS to what is in your tables, though. J
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Statistical Revi | Evaluati
Addendum

74-444

Taro Pharmaceuticals, Inc.

Name of Drug: Miconazole Nitrate 2% Vaginal Cream

Vaginal Candidiasis.

Type of Review: Clinical/Statistical

Dr. Julius Piver, HFD-520

MAY 2 4 1996

The purpose of this addendum is to change the 90% confidence interval between

therapeutic cure rates of Taro product and Ortho USA product.

For therapeutic cures at visit 3, the primary efficacy end point, the 90% ClI
comparing Taro to Ortho USA is gg,(-.207, .115) gg 75 instead of g4 4,(-.20,

-11) 6s..72-
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Daphne Lin, Ph.D.
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Acting Team Leader, Biometrics IV
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